CONSTITUTION: lOO.mu.l r^uid suspension of the magnetic Deads is added to 
20.mu.l serum containing AFP of various concentrations and is brought into 
reaction for 15min at room temperature This reaction liquid is transferred 
into the liquid to be measured part 2 of a sheath flow cell 1 and while a 
sheath liquid 3 is passed therein, the agglutinated lumps in the reaction 
liquid are dispersed and are introduced to a detecting part 4 . The fine 
particles are magnetized by a magnet 5 in the detecting part 4 and the (x) , 
(y), (z) components of magnetic moment are detected by a SQUID fluxmeter 6. 
The detected signal values are subjected to AD conversion in an A/D 
converter 11 and the converted signals are guided to a personal computer 
12, by which the square root of the sum of the square values of the 
respective signal values is calculated and the magnitude of the magnetic 
moment is determined. 
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ABSTRACT 

PURPOSE: To measure the degree of agglutination of the agglutinated lumps 
generated by agglutination by measurement of magnetic intensity with high 
accuracy by using a magnetic material as fine particles to conjugate 
antibodies. 
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ABSTRACT 



PROBLEM TO BE SOLVED: To obtain the subject formulation having remarkably 
enhanced formulation strengths with keeping rapidly disintegrating 
properties of the formulation and capable of being easily administered to 
aged people and infants by using a simple means after forming a medicinal 
agent, a water-soluble excipient and an amorphous sugar by a usual 
compression molding press. 

SOLUTION: This rapidly disintegrating intraoral formulation is obtained by 
compression-molding under low pressures a medicinal agent such as a 
chemotherapeutic agent, antibiotic, respiratory stimulant, etc., a water 
soluble excipient such as mannitol, etc., and an amorphous sugar, such as 
white sugar, etc., brought to be amorphous by means of spray-drying, 
f reeze-drying, etc., and aging the formulation by standing for one night, 
etc. The aging is preferably performed for 3-72 hours. In the 
compression-molding of the ingredients of the recipe, it is preferable, at 
first, to mold a mixture of a lubricant with a fluidizing agent by a 
compression molding press (a first molding) , discharge the molded product 
by the first molding and mold (a second molding) the ingredients of the 
recipe by the compression molding press having the adhered lubricant. 
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(57) Abstract 

Tablets obtained by binding a 
powdery mixture (5a, 5) containing at 
least the principal agent (2), a highly 
wettable saccharide (3) and a 
disintegrating agent (4) by using a binder 
(6, 6c) containing a highly wettable 
saccharide to give granules (la, lb, lc), 
and then compression-molding these 
granules (la, lb, lc). A process for 
producing tablets which comprises the 
step of mixing a powdery mixture (5a, 
5), which has been prepared by 
homogeneously mixing at least the 
principal agent (2), highly wettable 
saccharide grains (3) and disintegrating 
agent grains (4), with air to give a 
fluidized bed; the step of producing 
granules (la, lb, lc) containing the 
principal agent by spraying an aqueous 
solution of a binder (6, 6c) and a highly 
wettable saccharide (3) dissolved therein 
onto the above-mentioned fluidized bed 
of the powdery mixture (5, 5a) followed 
by spraying; and the step of 
compression-molding these granules (la, 
lb, lc) containing the principal agent 
(2). 
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(12) ^natt. m&mi nzmmcD^m^mmya^xm^^, ^mtTkiz 
mti j rT^mm£&mMLtz7kmm&, tki o o^fi^^fbT> *g^ai#ig* 

mfimzmrzo 

^mtTkizmti^-r^^mmtcDE^^ EEmm^ntz^m^mm^tamm^m 
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0 4& N ^ISBJifci^S^J (P82l*]Mi££) T a.cDn&frX'CDmmTZffitt 

m^&oiz^-rmmmr'$>K), 04 (a) «u tt£u (p^Wji^) s«tB&fl«jt^ 

•T^HSE^x 0 4 (b) 04 (a) »K R 1 Tfflt?M^£te* LT^tl^ 
El^s 0 4 (c) fcj\ 0 4 (b) *K R2TffltfM^^M^LT^-rM^;0§x 
^fex 0 4 (d) i± N ££#J (PJKftjt^) #s "i&^J&^LTV^fiB^llS 

0 7 tt, *#6^t^S Pjtert^tS©«agxg©-0d*m"&fl«7fc:^-rxg0T* 

itMt-ifeDs 0 8 (a) i± N PKF*3^ja^*«WS^t:^-r^mK*N 0 8 
(b) fcfc, 0 8 (a) tk R3THtf««£t£:fcLT^r«5*;EI£. 08 (c) 
fciu 0 8 (b) * N R4-effltf$M^t!i;^bT^t-1 : M^0*. 0 8 (d) 
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iz^-tmwmx&<o. mi 2 (a) t± N it#j (pj^^ssis) fcttusttti^T** 
tim^s mi 2 (b) t±, mi 2 (a) *k R5-r»iatf^^^UT^TM^; 
m&. mi 2 (c)i±x 012 (b) tf> R6-cwt!ffi&&&*\s-cm-rm&m 

Sfes 012 (d) (±, (0&P«3JiSi*l) tt*tBstLTU<i 

^^«tiBS^(3^-r^mT"fe^o 
m iz ^ r ±{£mf8m x & § 0 

f&mzmwt&mwmx&Zo 
mi6(±, m i 3iz7F?K&m^ttffcWi*mmT%p±&mw (ferny 4 -y 

ii8ii in t^-r#i4J3ifr©i&^*^-r^^mT$)^o 
si9ii, gin izmr^mM^nm.^mmr^mumm^mm(Dmm^ 

m2iiis mi 9^ i - imzfeowm&]temmmx*&z>o 

(mmmmwfcm i ) 
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z.<Dm&M i at*, (M^) 2 • • ■ ts 7ktzmn^?^m'M<Dm.i : -3 • • • 
7X«n j p-n^!Ji 8 • • • ££^tr*g^ai6 • • -tu^ns^ 

m (ffitwim.?-) 8 • • • &&m$tiizm&fcte-z>-c^Zo 

mu u tz tg-sM 7k mm & l t > - © & 4 1 tc ^ £ nt ^ ^tr cas n 

^ fflV^^UI (S?) 2<D3&^(£ N 10/zmW±5 0 0//mWra5^J: 
2 0//mW±2 0 

&Hb tmm-C $> K> s d © 5£3&t) 1 a £ffiRgj£J& L fc£t#J ( EI 3 iz ^ fl$^J T a ) 

1 L < ffl ^ ^ #T- £ &o 

/S^£7Kl;:iift^1-^MM (fti^) 3 0«tS*, 1 0^mtt±5 0 0/zm 

i:$f$L<li, 2 0/fmtt±2 0 0^mWTt*5e 
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h (sodium starch glycolate) v Y*tri3> K ^ ^JV 

t;i/D-7 (MO , cHbSMfr (hps) , ^>h±^ K ^»>u;bM±hu 
u>K*;i/S/^Ax ^ut-j^ur^^ (pvpp) ^fflt^So 

^ ffi^ 3 4©J&g*K 1 0#m£LL5 0 0 /zmJ^TT-fe^i 

L<, «fc L<fcfcx 2 0//mlM±3 0 Mfc:*?*L<fcJu 

2 0>tzmJ^±2 0 0^mJ-)lTT-$)l.o 
DUUSO (ffi.?) 4^LT^ ±I3t5Brt©&g©* ©Steffi Lfcjg&^ll atis 

tr-;i/7;i/3— ;i/ (pva) x tHD^rp^nr^D-^ (hpc) . 

bFn^i/7'DWfjH!;yD-7 (HPMC) fS^lf^Ch^T*^ dti 
t>CD lltXH:2aJJl±*«a^-&*)-frTfflt^o 

.13 2 SITE 3 B\ ^Wt^SteSO (PJ&ft^iDiil) ©8gMxa©-#!l£*« 
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£lTs 1212 (a) IC^-rxUfc&^T. m&m&m^X. ±12ts 7k lz Witi 
&fc\ 02 (b) {C^fct^tc, 5 a£jt*£-r££#)t;:ffl^ 

mm<DmmtK 7Km>&n^^3^m%vxjthmm%x^^tz^ mumia.^ 



mz, 02(c) t^r«fc-5t:s 12 (a) T^tigtiffcS^ (*&^) 
# CM?) 5a£ N 02 (b) T'^t-X^T^Lfe, fcmtMtt £&Kimtl 
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"PT^mMtzfeMLfzykmmzxris-^&i 2^^xru- (mm) u $g 

IH2 (c) «K 1 lalt JP^Smtt*&P*. 1 lbit B^>^1 1 

1 51^ 1 4p t 3(3g?g^ttTVN^/ig^j7K^M$^ru- 

^Sl 2CZ#t^-r^^^ij 7 K^#t^g^ N l il7^;^-^ 1 7 

-¥ai 2i b^mykmmzxy'i'- (mm) T*m£:m^z&m&n*&& 

03 (a) fc^TX«fc::fci^ W±<8 «fc o Id LT»jg£ftfcii*fc«0 1 
09* «> d— * >;^*T«a«©±tt : 2 K 02 2, Ttt2 3 4ffll^ JEM 

^LT^KbLs n&nmmtfcT 8L*mmTz> ms (t>) £#jso 0 

EI3 (a) fc^TxgoiiuXSfci&l^T. aUSgTSfc** A— Xfciff 9^ 

*ifc> lff2K 0 2 2fitjqFtt2 3£ffll^T> 1 a • • • £ffiS8fifc0L 

&£U (PiBrt^te) Ta£ISBgbTfc«fcV\, 
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12 3 (a) ck 2 4T*^rSn«^lltis D-^USfT»@er-7> 
(D— gP*^LTt>4o 

114 {±s £©I$#J (Pl^f*]ii$i$) T a©nj^p^T©MI^-r^^^tM^^ 
^-fa&WIIlTfcD. IH 4 (a) fct, &$J (PJ&rt^jDiSSt) T a £*RB&$jfc: ^TU 
Um*s m4 (b) {is El 4 (a) <K R 1 THir^fcifc* LT^-flt^E]*. 
14 (c) (i. [14 (b) R 2 THtf^^^M^ LT^f^Ill^. g;£s 
111 4 (d) fct. &£#J {nf&frmmm Ta#, H^4 I T-^LTV^<«^^m»& 

dOiStSU (Uf&ftmmm Tafll 04 (b) Sl>'E14 (c) iz^f^lc. 
^JT a + (C^^tia^itl 1 a • • • ©*£^2 • • • . 3 • • • N 4 • • • ffl 

• ■ 3 • • 4 • • • (l±#^-££tlT^££#\ ii^©^Ji: 
m.W®S 1 acD^ft^tilf < &oTl>3 0 CtL(3j;l9, d©i££iJTa&, 

— ^ H14 (d) (C^f cfc^Cs ~©i£#JT a£PJ3£f*lt;:An3^ £^$IJ4 

mn j p^^mmcDn : ?- (ffttiM?) 8 • • • ^uclt^o enters, ^ 
j±^. pj^rtcDM^^tc^sti-^f < &oT^&o cti^cfct)s Tk^^iti-^-r 

i^i©^ (^m»i^) 8 • • • *p\ □l&rtoiS&^cDzfctiSftx HrWtc 
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m»i^) 8 • • • £#tfcLTl^o 

8 • • • \±, mmtpfcrnrnvcb, 7kizmti j PT^mm<Dn^3 - • - . 
m(Dn?3 • • TKturn-^-rv^is©^ (ifw?) 8 • • 

m<D—m*^5%mz^TmwmT»$>2> 0 

&£©t. wTcmwtfttx m^Tzw.^iz'D^xit, mm-r^mn^nv 
T5btK &m&mfrf-7 7kizmti j PTummcDffi.T 8 • ■ • 

t £ a tff£-£r#J 6 • • • £<fc !?M^£ftT^£tiT^£o 
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8 • • • ##ifc£ftfcfi|jg£&oT^£o 

±5 0 0 vmlilT-C&ZZt-hmS. L<> J:!9$f^b<{i. 2 0 // mJ^± 3 0 0 

7kizmti j pT^mm(Dffi.?3 hmmmz^ntzmm<Dffi.?-9 tcD&mz 100^ 
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T-fescTs ci z -c commits? 

^"Ts 06 (a) Iz^-rxS^&^T. $&£**£ffl^Ts £3g OKt^?) 2 

zom, yktzmti-Q-r^mmon^s m^^mntimm(D^9 torn 

06(c) C^-Tcta^, 1216 (a) T^lTX@T^fcvMlir©# (fti^) 
<*: (fti^P) 5blc N 0 6 (b) "C^tlfifMfil/^ &&&Mtt£fr£.mti 
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EI 7 (a) IZ^-fXflll&^Ts W±©£ o lz LTS^££*l£3£*£tJ 1 
b£ffiftSf^LT&£#HbU ££#J (PJ^rtM^) Tb^MiiT^ (H7 (b) 

l&ftmmffcT b £M3iLT * £ t^o 

1, 0 2 2&I>*T^2 3©£^©Mlzr#^#J£:M?fJU ^®i3?f^J*^^^ 
tifcs ltt2 1, S2 2MTtt2 3^l^ Mtllb- - • ^lllff^b 

Mfc^ m?) 5 b£8«g-r<5X|Ifc:43Vvt\ *fcgfc:«fc»K 

■e* u > ^-^^ > h -)im(D^tm. &mm& 5 ^jt/wfe 2 -^jtfflif £ 2 
mwmT'&t), ms (a) nmftmm&Tbzm^mz9rs-rmum&, ms 

(b) EI 8 (a) <K R 3 THtf^^rtfi^: LT^m^EI^, El 8 (c) 
{is EI 8 (b) <K R4THtfH^^^bT^-r^ia^s ££s EI 8 (d) 

z<Df&ffl (n&ftmmm Tbit M^jTb^^^^n^at^i b©^ 

2---s 3---s 4---s 9- - • Hg©$£l^#s zkigt4iS^7 

&oTs CICD^JTbfcfcs 7Xh^MbT^^^^(3(is ^+4^^7(3^ 
!9^2 •••s3---s4---s9- - • m±ft^£tlX^Ztz&), ifi 
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— 1218 (d) t^"T«fc"5tZs ci©M#JTb£PMF*]l;:Aft3^ C©gst#J 

doasna^ i c commit, wToM^ntit s 5 tzi*T&m$B ihtmm 
i of*. ±m (jk^) 2 T^izmti^p-r^mmcDn^ 3 

3 • • - N 4 - • - N 9 • • • £ N zMgH4iiW^?7*t^ Tkizmti^ir^mmo 

(ffimw&^) 8 • • • i o • • • fc##«£*ifcie£sij6 c 
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#®rSt££U 1 0 h LTlt T=.*>ft&m, ts^y^U. #^>fSttftJ. 
itMiT^Tt)J;<s £tzs zti^lzfrmZtit^K r;i/D> (Pluron) 
^^u^7^— (Poloxamer) ^^©^^fS+MO^TtLT ^ =fc^o 
J^JWffJk:&. ^">rSt4^J^ LT&x lute's ^ 'J;HHE&:*- h U «>A 
(Sodium lauryl sulfate) l£cDMM3 (sulfates (-jt£i£R • O • S0 3 --M 
+ )) £^©#£Ll^iJhLT^tf3Cli:#-£§£o 

#-r^>rS^J^LT(is ^Jx.{i\ v;i/h*^>Ji^7 1 ;i/^ (sorbitan e 
sters) ^'JVM- h£g (polysorbates) ^lil^T'l^o LTs 

U y;W<— hm (polysorbates) (D^^iis **U V;i/^— h 8 0 Ll^ 

g;fcs #1WSI4#J£: ^TKtS-^ffittM"^ >x (hydrophile-lipophile 

balance) (HLB) HLBtf, 1 0 W±4 0 J^T ©feOW 

£L^o ^OJ;^^#@^^JhLT(^ tfU^^^V (2 0) v;Hf* 
>^Ey >f U ^n.— h (Polyoxyethylene(20)sorbitan monooleate) (HLB = 1 5. 
0) ^ yfiri/3L?-u> (2 0) V^t^^^Vl^ : r — h (Polyoxy-ethy 
lene(20)sorbitan monopa Imitate) ( H L B = 1 5 . 6 K >J U > 

(20) v;i/tf# >^&y ^ — h (Polyoxyethylene(20)sorbitan monolaurat 
e) (HLB=16. 7) , tf*)**i'^?-l>> (3 0) ^J-TV — h (Polyoxy 
ethylene(30)sorbitan stearate) (HLB=16. 0 ) N *° U ^-^ri>i^b X 4 
0 ) X^T* U— h (Polyoxyethylene(40) stearate) (HLB=1 6. 9 ) \ 
i;^-^r^>^^l/> ( 1 0 0)^r7U-h (Polyoxyethylene(lOO) stearate) (H 
LB=18. 8)^ h iJx^y-jl/7^>t'Ji-h (triethanol -amine oleat 
e) (HLB=12. 0), V^^A^U^— h (Sodium oleate) (HLB=1 
8.0) &£>*^ £ U ;i/©ft^ h U £ A (Sodium lauryl sulfate) (H L B = 4 0 ) 

OT?£t4ftl 1 0 £k 7jc^14iS#^©iei§r§<J£-f±. ^J6c®^hs 
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mi oRvmi ii±s *mmzm%mtt (n^^mm ©sagxgoffe©— 

W*>. -©M^&T'iix 1^ El 1 0 (a) tz^-TXMT\ 2 • • 

Tkizmn^T^mm in?) 3 • • • , ai^j a • • - N 

010 (c) £^Tx*it:fc^T. 7g-£r*&te (») 5 b &mMLTZ>m 
(z N ^Sl 2 <fcD> 010 (b) t^txg-caSl&s 7jcigt4is#^\ 

01 1 (a) C^tlgC*^t, 010 (c) fcgVTXgfcl^TSi 
SKaS?-* (011 (b) o 

012 (a) l±, &#J (PKrtjtJWtS) TcfclRI&ttfcSVr** 
H0£. 012 (b) J3u 012 (a) 4>x R 5 -eitfM^S^: LT^ti^ 
0^ 012 (c) fcfc s 012 (b) *x R6-Cffltr««*lfi^:b-C^-r^0 

012 (d) fa, m^j (□jfiErtSJH^) Tctf, mm^rmmLx^ 

z\(dm.m (n^mmm tc*k ^mTa^umTbtmrn, mi 2 (b) 
^012 (c) iZTTs-r&oiz, m.MT c^iz^^n^m.^}i c • • 
**fifcr*3ia^2 - -- s 3 • • • s 4 • • • x 9 • • • m<D^tK Tkmvtm 

t>^^2 • • • . 3 • • • x 4 ■ • • s 9 • • • |pJ±A s ^-&£ftTV^£#\ M 
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—13. HIl 2 (d) tZ7^-f£of^ z\(DffefflT c%nl&ftlzXtLZ>£. z\(DWi 

#jtct-*k ^jTa^^jTbiiPias ^^J6*iz, jkizmti'p-r^mmo 

ikizmn^-r^mmcD®.^- mtamM^) 8 • • • ^mmi,rzmm(D^m.v : t. 
iicd^3 • ■ Tkizmti'r-r^mmcDffi.? mmwm.^) 8 • • -wmmtp 

mz, zcD^LftiT ctit mmni • • - N 3 • • 4 • • 

9 • • -RB^ 7K^^tt^TV^^8 • • -©ii:, J'iTOSt^Jl 0 ■ • • 
Lfc#r?Tx COtiTcli, PJ^rtlcAft*^ PJ^rtcDiS^icJ: t) N *g£r 

-?) 8 • • • mt>tz. 7kizmn, m^M6 c^^mm^izmm^t^-m-r 

ho dtlt«t t) N *g^SU6 c©fti^2 ■ • ■ N 3 • • • . 4 • • • , 9 • • • £ 

^ z\z:r~&, mnwi chUTs %m (fe^ 1 ) 2^. *c&*i-$>-rvvig&© 
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mmn\(Dn^4h, mzmzmntzmmnn^Q tz^tsm&ffii&s 
7kizmti j $>?^mm (#fm»i^) 8 • • • fmts&mi o • • • t 

^r\,^m mmm*) 8 • • • ^mm\wn o • • • tz^m^me 

mz, mfa&jtemm^—fizm^z. ^mMiz^xmm-r^o 
urom^mxit. mw&nmt-tztzisbiz^ ^mmzm^r^±^^mm 
vtimiz^uzmwrzo 

^o^^b-^^i:^ -ry-b—jm^t^^ h—xm^.t^m.itx\ ^ 

(dCD^iJT-(^ ^'J^M'J77^F> (PVPP) ^m©5^ 

*%a^^<t^{3fflv>fe) asarau z\nz%m&n%m^z&i--izti:z> koizm. 

tf-;i/T;i/=J— ;u (PVA) #l^a%s h— ;i/* s 5^fi%iz^s<t^{c 

h-;n&*. =?>? h-xmMRxfmmm^-izm^Ltzm^m 

#U tf^;i/771/3 — )V (PVA) v>- h— ;b#5^»%t3&£<£ 
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^(Dmimz, mn#\tLx, x^-r^>m^^'^^^A^o. 5tt% 

g7mmOT^*ffil\ *Tt&££ 1 3 3kg/ftT\ li£©SS#l 0 OmgT\ 
!&n=3) o 

5:*-tm>^\ ^t>^>^) £$^b£#. ?T»*(is tufp^n&fro 
^WT^^cb^o 

£?tm (ci©0!iT-{i. ^'jt-^'j/^xh'v (pvpp) ±mm.(D 5 ^ 

;i/ (PVA) b — ^#5 «fc-5fc: 

SIS b b fco 

ccDjgJte^Jcii, *frzRSI£— TOflQ-f £££:&<U EI 1 3HH 2 2 izfjk 

mm0Tft%fflt\ £TI&±£ 1 3 3 kg/ttt> 1^011*4 0 Orag^ ifi 
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«n=3) o 

^-r^f>^ *S#ELfc*s. #Tft»^J±. §ES£*V&fro 

&b) 7 1 ^ o — uMfxi$^i8 1 mmmttrnm.^ 1 ^ ksi^isi o 

1 1 1 tZMz-Zo 

«»©±ff8 2 • • • mm<DT¥?8 3 • • • tsiis. 
it^M^e 9 lit, n— * vmnnms lomgr-^i/s 5 <£>±#©pjf 

mm (TIB) x T#8 3 • • • CD#^©M (Ji®) M0 8 4 • • • cd#^cd 
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zcom-ei±, ^I6 2ii c3^lt, Mftj^m^^^g 6 3 izm 

LT> ifC3®^!:lt £m^6 2CJ: D !§^^-&feEE^m©jE^S 

m 13^ 6 5t^tM^tit r«^^Mi6 3©iis^i 

M£f^£iif @i££A«i (Ell 5(C^r, 0fe*A^im6 6£#bs) £4ftg£ 
"TaHUEjbA (015tit> @fe*A6 7^#l) ^mfelEib 

^ — * — commas. % ^ u t 1 ^ o 

l©3&#®teSfc:fcJ\ Pitting (^«7-f-^B) 7 1« 

J; 13 P t < iisMKJ^m^^fi 6 1 ©J»^U£^?&£!S 6 3 fcj\ 

itcia^it, femyj— ym.w.7 1 tss^nti^o 

lEJEOMtd^m^^s itC 1 (m^C la, ifClb) ^LT, mtflMm 

^iRitaEtiT^Ss iEi±©Mtt^m?S{3, p±m^a (fem? ^—vmw) i 
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frWi-r z> ct 6 iz g nx v ^ o 

^(Dm. 2$L<Dm^&L 1 a, L 1 bfctML^ if-^L 1 ?£»»P 
SI6 4lzg^E£ti s m^f&L 1 b#x MHj^m«^S6 3CDBa&^K6 5 

tzmmz tin^o z ommz mm^m iii*f> 64^ 

6 5^ »A6 7*m^©tUfe^je-eielte-r2»«t-5t:«:oTV^ao 

£fcx MP^IS llltt, iK^L 2 ^LT, IRSI^S 10 1 tz^^tiT 
:fc»K fflflfSl 1 1 2:Mi&£SU£fg££IS 6 1 iiCFlTx if t) t *) #T 
£*«fc<3fc:&T3T:fe!K IKl&25ftift$g£gS 6 1 »Uf^ 1 1 1 # 
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£ Da¥L < £ WJT'tt, Wm»J^a 1 1 2 h UTs U— if 

nx^Ds u—ifytmm^& m^r) t^m^ m^?) izu—yyt* 

t) ifcSL U iStSL Tfe * ^ T" # £ £ a (3 & -o X ^ & o 
iti^^i^s ffMi#&> KR^I^ei 1 loilMffllt^:^, ri$RS>M 

0 1 4 i 3 iz^T^mn^nmm 5 1 © d u mjtim 8 i 
&oiz7rsT¥mmx~&z>o 

d — *? vm.¥S&M8 0^-7*;i/8 5 i:, itifc<D±^8 2 • • • W. 
^©T^8 3 • • • £*Mz.Z>o 
m^-7*;i/8 5fcH± N ^O^iC^ot^ It©0 8 4 • • • ifiB^tiX 
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(D&*\ZttI&-t tlX&*), lePlteT 1 — ?>8 5 ^m^CDlUlGMST- 
Hlfe^^^i:. ffit4:5B8 4 • • • RU. mttzZ>±¥t8 2 - - • t 

IpI^-T ^ J: ^ l3p^^©H]fe3gJgT-[l]fe-r § ct o (3^oT V^o 

&8fcGDTflF8 3 •••©^•^{i^Hl^-r;i/8 5 icl£fj-£>*ifcitlfc©0 8 4 ■• • 
©#^MJfoT3=fc?£I£}:t£ftT:fc'9s 0te^-7*;u8 5 ^m^OHHEjiST? 

8 6lt ^$t©TflP8 3 • • • ©#4?©HHE*i&i:±Ttt*fTt>-e-Sx T 

t©±tt8 2 • • -©^^k Tfrm®mt>&mm8 6 tmmcD, ±ftm®mti 

o 

d — U S#T§£$£ 8 1 El 1 4 ic^-T J; -5 m^MI§&gP If, 0 8 
4 . . . ©g-^©^® (f*]Jl®) , ±fiF8 2 • • • (D&*(Dmm (T®) . 

Ttt8 3 • • • ©m (±w) (D&*iz, mnfflLffiQ— tmipgtiz>£oiz.t£ 

#A£*iTl^3Tft8 3© s 0 8 4©TflF8 3©±®J; *)±©£iS©it® (ftM 
®) RXITfc8 3(DmM (±®) n MtfJ^ ^;U8 5©[s]feh[5!^tT 

m^-r^^^Ts m\R#mi$mm9 1 rttiRs^nfciflFS 2 ©si® (t®) 

L#M?£:ft,fc08 4, mm (T®) tzm^JL* s ^^tlfe±W8 2, &t>\ 
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2\zmt>ti. B8 4®ii (Pimm) rifz<db8 4ftizm%.(DtiLW3£t$x$ti 

X*)mL<mW-tZ>t, 0^-^1/8 5©fi£r^3i5«fi[|iP 2±l3HU fig 
^«*4^^B (7-f-K^>i-) 1 2 l#@£l$fc:S!tt£>;h,T^£o 

) 121^ ^mm^^m- mz&'gvtzmzwnmcD 

ii^ih^ff x * £ -5 {3 o T ^ S o 

-) 1 2 iizi*fa£titzjmmmi±s mmm^nmm 1 2 

l<Z>i?tr*r?mfrt>^ B 8 4MB8 4rt(cF/f^©&g3£^A£nT^3Ttt : 8 
^LT. B8 4RUZCDB8 4ftfc^©{igj£#A£ftT^aTtt : 8 3 JzJ; 

W*4m*s^^*tfex B8 4M*Ttt8 3, 3&t>*(3, dft?>©S 8 4&^Tfr 8 
3 tmtte2>±ft8 2«\ ^M{iSP3T% #lh&£±^8 2£T 

8 3 tlzX QEEm&MZti* ^Jtt^tiSo 

0 8 4ftCS!^£ftfc«Ut «U B8 4*s, &#J&ffl{4gP 5 Q 
8 4rt£i¥ A£*lTV^T^8 3#, 3 8 40±igST"t!3±#!9, i^jmtBfc 
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014^ P 6-Z'7jk2tlZtiLW&. &(DmfeX.miZffi%.X, ±^8 2 • • • 
•f) s Tttlitf® s &t>\ B*i#3MS (El^-B-T) #a&tt£ftT 

6 2{3^C3^^UT^^tl^Ml&^m«^g6 3 ^§Hx. s if C3 
©*£*£, ^S^iJ«g6 4#l£tt£:h,;fc1f^£&oTl^o 

M«J^M&Sf&&g 6 3Bu A***- h 6 8ah*M- h 6 8 bh©F^tc# 

#{£6 9 £±Tfc#»£-&a*A»BI6 6 *A£Mil6 6 £iK2gT£^-X{fc 

7 0 h£tfix3o 

5M?L 6 8 h#ffM£;ftT^3o 

##6 9Bu #JS6 8tciS(t?>tifcSM?L6 8h©Mi:^fctT, ft 

%tzs #ft6 9tl WifiB 6 9 a £fiS;U «|g|S6 9afci:, 7 0 fctfttt & 

W|gB6 9 aCDTiiBfcttx 9 b#l3teW1ife£#!5tttt£;h/ri>3o 

*A«i6 6Bu ^-*^©!Mj^I2 (SI 3{z^t-SKftj^©6 5) fcj;!)® 
4Enrigt:tS:ttf>nfc|Hlte*A6 7 £fif;U 0^A6 7i:!t 6 9 ©MSB 6 
9 a©T48t:lflHteqIlteCSJtf»tifcD— 5 6 9 b#, [fl]4Ei^fecJ*Ef;*ftfcfl*JS 
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&*)m\s<Wt.WT2>£. @fe*A6 7li, f*]{IJj[n]3££A 6 7 a £u *MJWII]fe* 
A 6 7 ^rDraX-T^D D WJ»A6 7 aCDGW<*->p 1 £:*MBiJE*£:27 
A 6 7 bO»^->p 2 p— 7 6 9 bOggfrCtiJ; D-^A^V^ 

^ LT N D— 7 6 9btf, rtfflflUlte* A 67a fc^#JH]fe* A 67b fcCDggt: 

P«9iBI[5HE*A6 7 aOIHlO^^ — >p lx *MftlHl*5#A 6 7 btDHdV^ 

W±iCctDs #ft6 9^ F*3{ffl@&aA 6 7 a©DDdV^ — >p 1. &t>\ ^ 
fflHSHtefcA 6 7 bO[H]fl/^->p 2 «ots IEfi£t, ±T»-rS©Ts 
6 9tK M«*A 6 7 a©lH]fl/^->p K RZ$, ^HBOIUte* A 6 7 b<D 
»^->p2 i^oT, #^6 8 ^IStt £>*ifcMjI?L 6 8h^intl,J:o 

A;btf— h6 8afci\ ifC3$^lt, fu 7-lf©3MI 6 2 £g»*;h, 
£Bvb#— p 6 8 b£fctx if CI U?9§¥L<fis IfCla) #igli<*;h,T 
3£©P H ^T% ^MM^'-h 6 8 c &pftM(Dtf.mizmMT~ t & J; 5 £ l^o 
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CI a) iiR»^sib^*^«&-rs^s*ittwrso 

£b^->pK p2^n@fe*A6 7$I*?n 0 

t&^IS (Ell 3t:^-rE«I^S6 5) ©Hlfefft6 5 a (clfc D ttttSo 

IKiij^lS (Ell 3t:^-rEib^lB!6 5) ^SIUjLT, 0iu$ft6 5 afcffi 

c lft^tmmanzo 

£A 6 7fcifttt£ftfclHli!Vi*-->p 1. p2£#£oT. ±T»J-r&o dtUdJ; 
b> #^6 8£i&H-£*lT^SSii?L6 8 hfcfc. Hlfe* A 6 7 £&ttk;h,fc[H]£i 
/^->p 1, p2fclt£o~t\ ±T®Jt-^>##:6 9fc«fc»K #ijx.fc£, 
rfeEB^©«fc-5(^ IHIfl^->pl> p 2«oTllTOJH^tL^)o 
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2 hif^J»^S9 1 i:£o&«#^C lXi±#*§C 3©^"f ftfr©Ji£^lC N 
3©;i£:£. WTC. «fc DI¥b<^-r?)o 

fzmMllG 8hfiK 0te* A 6 7 ^ftfcEDiVl* — >P 1 s p2£flEoT 

±T»J-r^#^6 9 (Zct ll^flfSOT^ftS©"^ 0^*A 6 7 £^{*e>ftfcOn 

Til m±/frJ#P#v©aH^ |eI4E*A 6 7©HIIEjiJS©8ISx IUte±/A6 

ifcgfc ©PS©[U#IEjET\ S*g©^#m;te*MEE©IEJ±©Mt&£ 

9) 7 l©m^t>*ftj^{30^T^(Cl¥U<^1-^o 
Ell 6B\ ttffl^SS (Si7>f-^S) 7 1 ©#f££&ifci$fc*Vf BrfflET- 



WO 00/48575 



44 



PCT/JPOO/00870 



-7 2(DW&m\tini 2 &<D^i5iz%m^)ottttt>ntzWft.foi Ah, mvtte 
am 7 2 at, mtmfa7 3*fr&\sxmm$tutftwi&7 5 hiii^o 

^bT, ClOfclTfcfc, 5H4Ift7 30±C{t ^K-^g©*fr^#JL#Jlf@£ 

£©ttm^B (ti7^- 7im ±i&i,tz£o^ 9?m*w— 

mVt{£7 4<D±%nVt{#g(i7 A aClt 7 2©^»i#ffiP7 2 a 

* fes d ©007? fis f9W*f£ 7 4 ©T:51SPR#BP 7 4bii, # U h s 

— 7 6Wm&t>tlT^Z>o 

#^m#7 5^t>*u^;i/-fe>-y--7 6©#^(i N $ij^s (eii 3fc^r$ij 
mmwi 1 1) fctfs (la^-r) zjrvxmmznx&t), umwm#7 5 

mP7 2 a4ifflt5«fc^t*oTl^5. 
38ft*^7 6 aSI>*^* : ?7 6 b©&*BU 3d$$flP. P 
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£gftli?^7 6 ahS)ti?7 6bhit Mtt#:7 4 ©T^gP 7 4 b &&ir«k ■? 
CttftlElt£*i:fctU &ft£^7 6 afr£l8Utt3ftfcftfci\ Mft7 4 0T^«l 
tt^g|S7 4 b^jlifl^ ^7t« J ?7 6 bT*§ft£ft££-5fc:&oT^£o 

I©»i^ dOHtm^B 7 IT lis #ttJ3Ite73 

6hs $Bft3jt^7 6 afr^HBS^ftfeft*** rfiR&JL o-£j&£*l£fc#>s # 
tM^7 3±©?#V^JLffl^^H. IP*,. #t«f*7 3±©r&V^JL©S, 

-fe>+f— 7 6CD^3tH?^7 6 b# N %%m=f-7 6 a fr£ J^M^n^:*;^^ UT 
V^ffSCx MW7 7^HI, §)ti^7 6b^ ^^7 6a*^HS|^ 
^n^^^^7 l 6L^<^ofeB^(3.«-^m#7 7£HK i;^;Mt^}:t 

-rz&ox'&zm^iz, mvtf&7 4©T#m^«7 4 b&, s^ttosst^ 

32Hfl^M3l4T-S^^tlT^^C^^$?^b<s «ttK{*fiB7 4 b£DF*m]3©7#xR 

SlIL©fi*iEStt:»J^-ri)t:tis 1TO7 4 b©rtJSIM®t:Ti^JL #ft*L 

#tfc^7 5fc): N Ell 6t:^-r<fc-5l3s $MMf£7 3^bt s B?g*^-7 
2©M*4^mP7 2 aCT^fc^Bfcg^^ftTV^o 
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Hi-^fes ^ifc^7 5©F^I/iSiCHS(te ) nfe*AP7 5 a^tt}P7 5bhll 
#AP7 5 afzfcfc. #f CI aA«^nti5i}s iAP7 5afr^ 

^tHP7 5btii mm m 1 3c*titc 1 b) timmznT&t), 

#AP7 5 a#>£,#ifc^7 5f^|(z#t^$n^MK;^m^W^ iiClb^ 

#ffc^7 5|*lfc:*5^T. iAD7 5aiP?)itBP7 5bt:[q!*ot, T^fr 
e>±^(C[^^o. M»£^i6im©fiS![I]«ifc:&!K iffiP7 5 bfr£#iS(^7 5 

&i^t% mmmwi 1 1 
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3±CilLT^<o 

H£&o£B3j£T\ 28#m^7 6 afr£f$|*£;fc,fc## N #tMte 7 3 _hl3i« 
Lfcrt^JLC«fct>&S>*U StWP 7 6 b*s, $g#3T?7 6 a.fre>mM£ti1t, 

^> o 

p±m^a (Si7>f-^i) 7 i ^ftf^-y-Ti^figyu wv^yv 

— 7 6 ©SgftlJH 1 7 6 a ft, ;t >©*£St3£;ft,3o 

d*i£<fc?K Pitting (feM7 J-?mW) 7 1 £iM^£-yrT^£IHk 
#:7 3±©rt^JLcDM^ §«M&:7 3 ±*»e,lS^ H lzm&£ *i£o 

^IiiM^i6 l^ElbU ;oiI6 1 M 

Ell 8ii. tttm&S (^fi^-^R) 7 l$Mt5M#7 3<DIW 

©T\ #<J;L«, HI 18 (a) t:^-r«fc-5t:. #t£M#7 3#3W4£SU 

^©J:^, ?L£I$ r) 7 3sll 018 (a) tz^T i ? £ N ±ffl«#B§ 

7 4rt©#tMte7 3 JhOrft^RSU L ©— fW^ITt" & o 
^M7 5^0EMfi<^oT<5i:, tfiJ/Liis El 18 (b) 
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i:loT < So 

£CDB3, ±{Jtl#HV>fcx V^£«£&-?TI>£?LSI5 U'Jvh) 7 3s &5l© 
ill;fe»H5oi:t5fc^ ?L3fl UU^b) 73s^ ±{ffl#^fc, V 

?L3P U'Jyh) 7 3 srtfc&^ft£ftfctt8Sfc:&£«, 

T\ 3$M4£BU $J;l&\ 1118 (c) T^lflUt 
z.<Dt%, ?LS13 (X'J^) 7 3slt 111 18 (c) Izt^T^o^ T&Hfim 
ftT^fcriSR&ILtf, M^7 5^J:ITU #ft^7 5 |*j£fle[fi] LTl^£ 

^fex Ell 8 (a) -12118 (c) fc^Lfc3*ffi&#7 3CDjg»fc:«fc^-t\ ?L 
SP U'J^) 7 3s^f,^M7 5^ teSR#JLjM*ffi£ft£;i. hX\ ^ffilg 
#7 3±©^#JL©S#«4>U #ttM#:7 3_hcDrf^JLcD«As s #tMi* 
7 3±©i/^;i/-fe>tJ— 7 6#t&fr£;tiT^SA£HJ; D'J>&<&&hx 
■fe>-y— 7 6©gftfd^7 6 b#,^H^7 6 a^e>B^r^tL5^4S^*o 

d<D0>JT?fc* N ±&Lfccfc-5£s &J|«gl 1 g^f7 6b^ ^gftift 

#7 7*m< iociti^o dtitctt), p±m^a (si7>f-^gt) 71 

#t£JJf|{fc7 3 CD?LSI5 (*U 7 3 sfr £ #!c^ 7 5 £#£t}£ tlSM^JLCD 
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Ml^ 018 (a) Ha 18 (c) C^l^#ttlft7 3 ft&m7 

«c^Js^t3feoT*s Mm&$LM9b%i<Dm%m, mm, m^v^m^p^Kt 
mm&n&wxDm&m., mm, mmRum^-^mm-r^tz^T:, mmc 

±iELfc<fc-5fc^ Mm&%mW}&*. iAP7 5a*?,iffiP7 5b»^ 

w*>, zcDQtmmw (fern? ^ -?mw) 7 it-&. ±iifcia^ la^ 
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#tfc^7 5 ft©T#©&S£K[n] Limits itBP7 5 bfr^m 

mc i bft^mv&ztizz titter o 

i 3c^t#^c i b) ft-\^m£*i&;i££&3o 

d©u±m^B (ferny j-rmw.) i i%m^x, mm^mmmz, 

ri*R#JL£?gfnu #ifc£i±£t§i§rk:fci s m^J^^g (Ell 3 tz^-fii^J 
i^gg9 1) -x, #fc: N —^*©Mo-^3ftg©^3|!JL tiSo 

M^TO?F£tg (El 1 3 [l^tWKiI9 1 ) ±#8 2 • • • 
Tfr8 3 • • -®^M0 8 4- • A7i<I^© 

^ 016^ 7 8T^"TgPtf«Si±N lrl^y^-7 2ft£jj?g£tiT^3 

©^^BS#t-r^^7fc^7 8 a^ N ftytm^l 8 afr£JieUtt£;lifcft£gft'ra 
f)tIf7 8bJ:^M§o ^^7 8 8 bii, flfflfcfcy/t 

c©Yt^j^st^m-fe>it-7 8ii, (m^-fr-f) §^LTs Mffli&a 
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(Ell 3(:^taifSIl 1 1) izm^tiXl^o 

^7 8 aLfrbmrnztizytit. mnffluz&^xmbtizitsb, f»78b 

-^s flfrSWw*— 7 2l*|{c:B?@£ftT^a. ^#JLcD:fi^&<&oT. 

8b#i8tt£ftT^£{im<fc!>4>ft<&£^ ^5^7 8 a*>£>!$i*£ 
C©#iJTt±. «PI£gl 1 lit). T#^Mfit^iB-fe>-9--7 8tD^m^7 

-fe>+>--7 8i± N ^ru^i^sj&ap^STti^cv^o 

Ell 6 4>s 7 9T-^-T£|5M£lg&. IM*y^-7 2 £ fl&fctt 7 4 I*) 
u©g$iS7 9(i> (EI^-frT) $/MT> ftlftlgfi (Ell 3 izf^T 

Win 1 1) icmmztix^Zo 

«fc-3fcS^M^g7 9 bh£fi;t&o 

tilfe3M8!7 9b£<fc!5 N K*Jw<-7 2fr£fiS«#:7 4f*pxJMi£ 
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mi 1 i©ja^^^u-±(3 N -m, mm^nxum^n, mmmmi i Korn 
mmmmx\ mmmmi i i mm^&iz^#>&m£tix^%, mfecDmrnmrn 

Sfcx il6^ 8 0T*^-rSP«^Sii. #!fc^7 5F«3©»^JLcDttJlg*tg 

^©®is?^a8 04), a^sa cm^rr) ^it, mmmw mi3n^r 
pmmmi 1 1) tg^tiTi^So 

C«c5<ll7'i3^7At: t t^ ft®M7 5f*l©«I^SiJL©ttSi^«fU 
^7 5p«3<o»^JL©««8t:Sm* J ^.bfca^t:«±x ftlffll&B 1 1 1©*^ 
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Ell 9 it ^Ji^^g9 l©#l££&B&l&£^T¥®ET-i&S<, 
^©?tiR«gS9 lit T^ffl«J$lggP9 2 _tffffl^^SgB9 3 

8 1) ©E^— ^;i/8 5©±®tpfr^©>fug(z|lI^^itciS^^nT^So 
j^s 119^ 9 4t^tMll 7f^J^I£g9 1 sm^©(4g{c@^-r 

K2 0lt 119 t^-Trt^J^^S 9 1 ©±flFffl^fr^g3B 9 3 HUE 

^ - yji 8 5 ©^infu frb^iMfaiz &fctm £ mn&ft t: ^-r^mmumx^ & a 0 
m2iit eii 9*. i - imzfeomv&mtemmmT'&Zo m 

2 211 119^ I I - I IJiifc:^-5«tBS^»f®0-C*)ao 

-ro^JTit ±ttffll^lg|5 9 3lt TfrfflM*|J^gSB9 2£*fL-C\ 
7" — ^;U8 5 (D®1fcfifa<DmJ5 (±»JJ) fcfligLTl^o 

^lt, n]^^-7*;i/8 5 1\ mnmm^mm9 i©t^*. f©±is8 5 

iBSR&J^flJgg 9 l©T**F/BM#£SgglJ9 2©T@S 9 2 b, &t>\ ±£Fffl 
^fij£SgSB9 3©T®S 9 3 bicS»£^T[I]te?-a<fc5fcifc^TV'>*o 

Tttffl^&ggSB 9 2©±®S 9 2 a ±tt8 2 • • • ©HlteDlIi:f&-5 
T> ±tt8 2 • • • (D&tr&M&tlZZiM Kitg 1 #ff£fifc£ftT:fc !K Ulte^ 
-vOi/8 5©[i]^i:I5Ifig•r^c^;^(c[ll^bTV^a^tiS^©±^F8 2 • • -©#*# x 
Jli&, #>f Kiftg lP^*M3a-r^> «t a t&otl^o ink TftfflifliSSSl5 9 2 
©±®S 9 2 aOHftga^ HUE? 1 — :7;i/8 5 1^183?- £ <fc -5 £0*5 UT ^ 

S8t»©±tt8 2 • • • ©£-^©T®£ Di£^f£gfc:fc -=> Tit 3© 

Tft=ffl^SgSP 9 2 It H]^-^8 5©iH^[p](3iS{t?>ns HUE 
^;i/8 5©ll!|EfcJ;^TxT#ffl^flJgg8B9 2©T#£JE<!W£&ftT< *k 
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^ TflFffl^^SSP9 2<DTffiS 9 2 bfci\ HUE^— X;i/ 8 5 XA — X 

u©i?Ri*Afe 1 £fcj^ #B (0 1 3t^tlfC 1 b) tlT ^ 3 <> 

i^Clb^lt, WJiAfel^f), Tttffl^^BaB9 2£«*&£ 

£3ioTs TWBM*igB8B9 2©T®S 9 2 b(H£Ktt ?>ftfci#ffln e 2 J; (3 

ffl^^SSP9 2©T^uS^^D3i$nT < £k 08 4 • • - N RZJF S Ztit> 
©0 8 4 • • • <D&*falzffiM(DtiLWfeftX£tiX^2>T¥t 8 3 • • £ N 

ct DPlXMi-f £iu ^mne2(is Tfrffl^^KSB 9 2 (DTfitztiLWr 

t^5o za>mmne 2 ©ft T^F/M^B^ 9 2©»e 2 £ D 

=f— X;b8 5 OIUflEfc: =fc ^ ™i^HS9 2©T;&flm£i£t>ai:ftT£ 

fex 08 4ft£m^©&B^A£;ft/r^3Ttt : 8 3©±®(3^ruTmtoisa^ 

|p] ft £ i5CS:^^ unfcitlx Tf*8 3©±®, RXf, B 

^fcs TWM^g^ 2©T®S 9 2 bfcfcfc, #fflPe 2 6DffiSfre>±ft 
M^^gaU9 3©^|o]{c. TiS9 2b(:?&oJ;9(:, &m c 1 ifij&&g tix 

^ fi^©P^T% Ttt830±IS83tH: N f^J Lifi&frlztt 
Mlsft%X&2>o 

L/!)>L&#£>, Tft8 3©±®S 8 3Jz s MtMJ L#tt 
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3*0 L&W.%mi££tiZ(DX\ T¥f8 3(D±mS 8 3lc& s f&3R£U L# 
sfofrfcttif -r * £ i: # & «, 

(MO L*Ht«-T^©T% B 8 4©l*]M®©Tfr 8 3(D±mX t)±^CDgp^t: 

— ±ttffllMI3 9 3i±, ^©T®S9 3bic, HHE^ — ^l/ 8 5 
(j-^llTl^WS8 4 • - ■0@IIIti&oT, ^c2# N TBS 9 3 
b lzfo-oXM&L£tiX^2>o 

zommc 2 it, Tfrmmipmmffi9 2©t@s 9 2 b izm-t^tix^^&m 

c 1 ta^^tiT^^o 

^fcx ±nmmipm.wffi9 3(DMmc 2<D±yjiz&, ±tt8 2 • • -©hheiji 
itc^oT. nirai&^-r^±ffF8 2 • • • ©3-^£jiiMmT^ ±#iks* 

g 2*s^fi£^tL"T*5 ®^-^;i/8 5 fc|^»JLT[§lteLT^£«iR©±tt : 8 

ate, ±.fr)&&mg 2(Dmmznm-rz>&oiz s ^ijyh9 3s«^^ 

o 

±ftiKMg2ffl±*Cil IRSI'W K9 5 tmif ZtlX CCD US 
F 9 5 CfcJ\ EI 1 3 IZTjkTQR^® 1 0 1 td^^nfe^C 2 #Jg^<* 

£ CD-I's y K 9 9 5 h(±. ±tW§8l g 2 ©i&SS e s 

«eel:S5 ST\ ±f*FJfc£?ft s 2 izfeo X 5 IzWilf t>tiXU2> 0 

Z<DWS\^y K9 5©PS5IP9 5h0Mti^ (Ell 3i:^t, 

D^l^lOl) £,«rr3h. ±#ffl^^S$9 3©±#iK^?gg2©±;£ 
fc. ^ U y h 9 3 s (D%$i6 e s e e 3£<DH3fc: N <U 
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5©^t®S 8 5 tlz £ Dff^^ft^P^y:, TWB^figHfiB 9 2 
^±^FM^MgP9 3©H?§c 2l3|ql3&»^M«t* J ^-rSo 

^fcs ±fti^t^9 3®Sic2hs HHEt 1 — :7>8 5©g|@S 8 5 tlz 
&bmf&£tiZ&ffllztt:^ KDtfmt^ X U y h 9 3 s©$S$ge s^5>,^ 

Seejgi:©P^ < . c 1 (D&ti&fr X U y h 9 3 s ftfalzfafro 

S{3Mi9 5iStlTtfcE3 8 4<DWm (ftmW) s 3©Q 8 4F«g{30f^©te 

gjgJfA^tiTl^T^S 3 0$Si (±@) (c. Mi&^Mftj^h ht> tlft^M 
{t^n^tt^J (*&3fc) L©fK 5§*#&ft$R3U (*MO «R3l3Mgl0 3& 

eSTTSd^CfctK licl^ Iier-7;i/ 8 5 ©i® S 8 5 C <fc 5 M 
^fl^lSF^ TWB^fliiSSBP 9 2a»P>±FF^tJ&BSB9 3fflIIc2t|pl 
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International filing date (day/month/year) 
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Applicant 



KYOWA HAKKO KOGYO CO., LTD. et al 



1. Transmittal of the translation to the applicant. 

The International Bureau transmits herewith a copy of the English translation made by the 
International Bureau of the international preliminary examination report established by the 
International Preliminary Examining Authority. 



2. Transmittal of the copy of the translation to the elected Offices. 

The International Bureau notifies the applicant that copies of that translation have been 
transmitted to the following elected Offices requiring such translation: 

EP / AT,AU,CA / CH,CN / CZ / FI,KP,NO / NZ,PL / RO,RU / SK / US 



The following elected Offices, having waived the requirement for such a transmittal at this time, 
will receive copies of that translation from the International Bureau only upon their request: 
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3. Reminder regarding translation into (one of) the official language(s) of the elected Office(s). 

The applicant is reminded that, where a translation of the international application must be 
furnished to an elected Office, that translation must contain a translation of any annexes to the 
international preliminary examination report. 

It is the applicant's responsibility to prepare and furnish such translation directly to each elected 
Office concerned (Rule 74.1 ). See Volume II of the PCT Applicant's Guide for further details. 
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(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
11188 


FOR FURTHER ACTION SeeNotificationo ^ ransmittaloi l ntem ational Preliminary 

Examination Report (Form PCT/IPEA/4I6) 


International application No. 

PCT/JP00/00870 


Internationa] filing date (day/month/year) Priority date (day/ month/year) 

1 6 February 2000 ( 1 6.02.00) 1 7 February 1 999 ( 1 7.02.99) 


International Patent Classification (IPC) or national classification and IPC 
A61K 9/20,47/26 


Applicant 

KYOWA HAKKO KOGYO CO., LTD. 



I - This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



. sheets, including this cover sheet. 



| | This re P ort is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 
70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability 
citations and explanations supporting such statement rK ; ' 

Certain documents cited 

Certain defects in the international application 
Certain observations on the international application 



II 


□ 


III 


□ 


IV 


□ 


V 




VI 


EE] 


VII 


□ 


VIII 


□ 



Date of submission of the demand 

16 February 2000 (16.02.00) 



Name and mailing address of the IPEA/JP 



Facsimile No. 



Date of completion of this report 

27 July 2000 (27.07.2000) 



Authorized officer 



Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



Q\ /national application No. 
[ 



INTERNATIONAL PREW^INARY EXAMINATION REPORT ^ PCT/JPOO/00870 




I. Basis of the report 



1 . With regard to the elements of the international application:* 
[X] the international application as originally filed 
| 1 the description: 

pages , as originally filed 

pages . filed with the demand 

P a S es , filed with the letter of 



| 1 the claims: 

pages . . , as originally filed 

pages . as amended (together with any statement under Article 19 

pageS . __ , filed with the demand 

pages filed with the letter of 



| | the drawings: 

pages „ , as originally filed 

pages , filed with the demand 

pages _, filed with the letter of 

1 | the sequence listing part of the description: 
pages 
pages 



pagCS , filed with the letter of 



, as originally filed 

, filed with the demand 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is' 

□ the, anguage of a translation furnished for the purposes of international search (under Rule 23 1(b)) 

□ 

the language of publication of the international application (under Rule 48 3(b)) 

the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing- 

□ contained in the international application in written form. 

□ 

filed together with the international application in computer readable form 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

O The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

O The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



□ 

The amendments have resulted in the cancellation of: 
the description, pages 

□ 

the claims. Nos. 



□ the drawings, sheets/fig 



5. O This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
and 70 n*)™* ° S ° nglnally flled " and are not annexed *° Ms report since they do not contain amendments (Rule 70.16 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 



Form PCT/IPEA/409 (Box I) (July 1998) 



Q< jnational application No. 
NARY EXAMINATION REPORT [ PCT/JPOO/00870 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 

Novelty (N) Claims 12 YES 

Claims |_U NO 

Inventive step (IS) Claims YES 



Claims 1_12 NO 

Industrial applicability (IA) Claims \~\2 YES 

Claims no 



2. Citations and explanations 

Document 1: EP, 553777, A2 
Document 2: EP, 745382, Al 
Document 3: JP, 11-12161, A 

Document 1 cited in the ISR discloses a tablet that dissolves in the oral cavity, and is obtained by 
pressing a tablet from a mixture that contains an active ingredient and a saccharide. It also discloses the 
fact that xylitol, saccharose, maltitol or the like is used as the saccharide, and the fact that additives such 
as a disintegrating agent or a binder may be included. Working example 1 discloses a tablet that dissolves 
in the oral cavity and is made by mixing/kneading an active ingredient such as ascorbic acid, xylitol, 
maltitol, corn starch, gum arabic powder and the like in an agitating granulating machine, and then 
carrying out tablet pressing. 

Document 2 cited in the ISR discloses a compression-molded substance that dissolves in the oral 
cavity and is made by granulating a saccharide having low moldability using a saccharide having high 
moldability and then carrying out compression-molding. It discloses things like lactose, mannitol, 
glucose, saccharose and xylitol as saccharides having low moldability, and things like maltose, maltitol 
and sorbitol as saccharides having high moldability. Moreover, it also discloses the fact that said 
compression-molded substance is a tablet, the fact that it contains an active ingredient, and the fact that it 
may contain additives such as a disintegrating agent or a binder. Working example 1 1 discloses a tablet 
that dissolves in the oral cavity and is made by granulating a mixture of mannitol, lactose, famotidine and 
the like in a fluidized bed granulating machine using an aqueous solution of maltose. 

Document 3 cited in the ISR discloses a formulation that rapidly disintegrates in the oral cavity and is 
obtained by compression-molding a drug, a water-soluble excipient and an amorphous saccharide, and 
then carrying out aging. It discloses things like mannitol, xylitol, sorbitol and lactose as water-soluble 
excipients, and things like glucose, maltose and lactose as amorphous saccharides. Moreover, it also 
discloses the fact that various types of additive such as disintegrating agents, binders and surfactants can 
be mixed in, and the fact that a binder can be added during the granulating. Working example 5 discloses 
a formulation that rapidly disintegrates in the oral cavity and is made by mixing together imidapuriru* 
hydrochloride and erythritol, spraying the mixture under a fluidized state in a fluidized bed granulating 
machine using an aqueous solution of saccharose, drying and then carrying out tablet pressing. 

The subject matter of claims 1 and 5 is disclosed in above-mentioned documents 1-3 and is thus 
considered neither to be novel nor to involve an inventive step. 

The subject matter of claims 2-4 and 7 is disclosed in above-mentioned documents 1 and 2 and is thus 
considered neither to be novel nor to involve an inventive step. 
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Continuation of Box V (Citations and explanations): 

The subject matter of claims 6 and 10 is disclosed in above-mentioned document 3 and is thus 
considered neither to be novel nor to involve an inventive step. 

The subject matter of claim 8 is disclosed in above-mentioned documents 2 and 3 and is thus 
considered neither to be novel nor to involve an inventive step. 

The subject matter of claim 9 is disclosed in above-mentioned document 2 and is thus considered 
neither to be novel nor to involve an inventive step. 

The subject matter of claim 1 1 is disclosed in above-mentioned document 2 and is thus considered 
neither to be novel nor to involve an inventive step. 

The subject matter of claim 12 is not disclosed in any of above-mentioned documents 1-3 and is thus 
considered to be novel. 

However, the subject matter of claim 12 is considered not to involve an inventive step in view of 
above-mentioned documents 2 and 3. Documents 2 and 3 disclose the fact that saccharides easily 
wettable by water are sprayed and granulation is carried out, and the fact that a binder can be included. It 
is considered that a person skilled in the art could determine the concentrations of the various substances 
contained in the sprayed aqueous solution as required in accordance with the kind of tablet aimed for. 
The subject matter of claim 12 is thus considered not to involve an inventive step. 



*Note regarding the translation: the English for this term was unknown and so has been transcribed in Romaji 
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LIMINARY EXAMINATION REPORT 



Rational application No. 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT I PCT/JPOO/00870 



I. Basis of the report 



1. With regard to the elements of the international application:* 
j^| the international application as originally filed 

| | the description: 

P a S es , as originally filed 

pages . filed with the demand 

pages . filed with the letter of 



| | the claims: 

P a £ es , as originally filed 

P a S es . as amended (together with any statement under Article 19 

P a ges . filed with the demand 

P a £ es filed with the letter of 

| | the drawings: 

pages _ , as originally filed 

pages , filed with the demand 

P a S es , filed with the letter of 

| | the sequence listing part of the description: 

pa £ es , as originally filed 

pages , filed with the demand 

P a £ es , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is' 

n 

the language of a translation furnished for the purposes of international search (under Rule 23 . 1 (b)) 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

\^\ the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ 

contained in the international application in written form. 

□ 

filed together with the international application in computer readable form. 

□ 

furnished subsequently to this Authority in written form. 

□ 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

The amendments have resulted in the cancellation of: 
the description, pages 

□ 

the claims. Nos. 

□ 

the drawings, sheets/fig 



5 I I re P ort nas k een established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as " originally filed" and are not annexed to this report since they do not contain amendments {Rule 70 16 

and 70.17). 

** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



12 



1-1 1 



1-12 



1-12 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 



Document 1 : EP, 553777, A2 
Document 2: EP, 745382, Al 
Document 3: JP, 1 1-12161, A 



Document 1 cited in the ISR discloses a tablet that dissolves in the oral cavity and is obtained by 
pressing a, tab let fro rrx a rmxture that contain s an active in gredient and a sacchar ide. It al so __disc loses the 
fact that xylitol, saccharose, ma ltitoi or the like is used as the saccharide, and the fact that additives such 
"aTa^isTiTtegrafing'agent or a binder may be included. Working example 1 discloses a tablet that dissolves 
in the oral cavity and is made by mixing/kneading an active ingredient such as ascorbic acid, xylitol, 
maltitol, corn starch, gum arabic powder and the like in an agitating granulating machine, and then 
carrying out tablet pressing. 

Document 2 cited in the ISR discloses a compression-molded substance that dissolves in the oral 
cavity and is made by granulating a saccharide having low moldability using a saccharide having high 
moldability and then carrying out compression-molding. It discloses things like lactose, mannitol, 
glucose, saccharose and xylitol as saccharides having low moldability, and things like maltose, maltitol 
and sorbitol as saccharides having high moldability. Moreover, it also discloses the fact that said 
compression-molded substance is a tablet, the fact that it contains an active ingredient, and the fact that it 
may contain additives such as a disintegrating agent or a binder. Working example 1 1 discloses a tablet 
that dissolves in the oral cavity and is made by granulating a mixture of mannitol, lactose, famotidine and 
the like in a fluidized bed granulating machine using an aqueous solution of maltose. 

Document 3 cited in the ISR discloses a formulation that rapidly disintegrates in the oral cavity and is 
obtained by compression-molding a drug, a water-soluble excipient and an amorphous saccharide, and 
then carrying out aging. It discloses things like mannitol, xylitol, sorbitol and lactose as water-soluble 
excipients, and things like glucose, maltose and lactose as amorphous saccharides. Moreover, it also 
discloses the fact that various types of additive such as disintegrating agents, binders and surfactants can 
be mixed in, and the fact that a binder can be added during the granulating. Working example 5 discloses 
a formulation that rapidly disintegrates in the oral cavity and is made by mixing together imidapuriru* 
hydrochloride and erythritol, spraying the mixture under a fluidized state in a fluidized bed granulating 
machine using an aqueous solution of saccharose, drying and then carrying out tablet pressing. 

The subject matter of claims 1 and 5 is disclosed in above-mentioned documents 1-3 and is thus 
considered neither to be novel nor to involve an inventive step. 

The subject matter of claims 2-4 and 7 is disclosed in above-mentioned documents 1 and 2 and is thus 
considered neither to be novel nor to involve an inventive step. 
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Continuation of Box V (Citations and explanations): 

The subject matter of claims 6 and 10 is disclosed in above-mentioned document 3 and is thus 
considered neither to be novel nor to involve an inventive step. 

The subject matter of claim 8 is disclosed in above-mentioned documents 2 and 3 and is thus 
considered neither to be novel nor to involve an inventive step. 

The subject matter of claim 9 is disclosed in above-mentioned document 2 and is thus considered 
neither to be novel nor to involve an inventive step. 

The subject matter of claim 1 1 is disclosed in above-mentioned document 2 and is thus considered 
neither to be novel nor to involve an inventive step. 

The subject matter of claim 12 is not disclosed in any of above-mentioned documents 1-3 and is thus 
considered to be novel. 

However, the subject matter of claim 12 is considered not to involve an inventive step in view of 
above-mentioned documents 2 and 3. Documents 2 and 3 disclose the fact that saccharides easily 
wettable by water are sprayed and granulation is carried out, and the fact that a binder can be included. It 
is considered that a person skilled in the art could determine the concentrations of the various substances 
contained in the sprayed aqueous solution as required in accordance with the kind of tablet aimed for. 
The subject matter of claim 12 is thus considered not to involve an inventive step. 

*Note regarding the translation: the English for this term was unknown and so has been transcribed in Romaji 
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Certain published documents (Rule 70.10) 



Application No. 
Patent No. 



Publication date 

(day/montlvyear) 



Filing date 

( d ay/ m o n thy ear) 



Priority date (valid claim) 

( day/ month/year) 



JP.l 1-263723,A 28 September 1999 (28.09.1999) 13 January 1999 ( 1 3.01 . 1999) 14 January 1998 (14.01 . 1998) 
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